espite increased implementation of evidence-based therapy in recent years, there still remains a significant cardiovascular risk for patients with coronary artery disease (CAD). For example, the Japanese Coronary Artery Disease (JCAD) Study Investigators reported that the incident rate of cardiovascular events in CAD patients was approximately 62.8 per 1,000 patient-years in Japan, a much higher incident rate in comparison with that for the general population. 1 Therefore, in the clinical setting, physicians have been obliged to at least consider intensive treatment for CAD patients, although there are no convincing goals of the intensive management of coronary risk factors, especially for blood pressure (BP) management.
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In this context, the results of the JCADII study are of much clinical interest because this is the first study to evaluate the efficacy of intensive lowering of both BP and low-densitylipoprotein cholesterol (LDL-C) on secondary prevention for CAD. 2 In that study, a total of 498 Japanese CAD patients with hypertension and hypercholesterolemia were randomly assigned to conventional therapy (CT) or intensive therapy (IT), where CT aimed to reduce BP to <140/90 mmHg and LDL-C to <100 mg/dl, and IT aimed for <120/80 mmHg and <80 mg/dl, respectively. Contrary to prior expectation, however, intensive lowering of both BP and LDL-C provided no beneficial effect in terms of reducing cardiovascular risk, even with a tendency for worse outcomes in the CT group: the primary composite endpoint of all deaths and other vascular diseases occurred in 18 (7.1%) patients in the CT group, whereas it was in 26 (10.7%) in the IT group (hazard ratio 1.53, 95% confidence interval 0.84-2.80, P=0.164).
Although further studies are necessary to confirm the results, this observation is highly suggestive that further IT is not necessarily needed in CAD patients when CT is strictly provided. As the authors discuss in their paper, cardiovascular risk was well reduced in the study population (3%/year), which is extremely low compared with that of previous reports that investigated the effects of intensive management of coronary risk factors in patients with CAD. 3-10 Notably, along with its satisfactory reduction of BP (126.8/70.8 mmHg) and LDL-C (92.1 mg/dl), the incidence of the primary composite endpoint in the CT group was only 2.2%/year. That is, the adverse effects of intensive lowering of BP, LDL-C, or both, might have outweighed their benefits in the IT group in the JCADII study. In other words, the study may suggest that further intensive management should be considered based on the personal risk: intensive management might be necessary only for high-risk patients, in whom the benefits are supposed to outweigh the risk.
The JCADII study provides other important perspectives. First, the results suggest that diastolic BP (DBP) of 70 mmHg could be the lower end in the management of CAD patients in Japan. Second, it may be the time to re-consider the method of LDL-C lowering.
The J-Curve Phenomenon
Because the coronary vasculature receives blood flow mostly during diastole, an excessive decrease in DBP may significantly hamper coronary perfusion, leaving the practicing physician with the dilemma that lowering BP to the level that prevents stroke or renal disease might precipitate adverse coronary ischemic events (J-curve phenomenon). Although the topic of the J-curve relationship between BP and the occurrence of ischemic coronary events has been controversial, now there seems a consensus that there is an inverse relationship at least between DBP and adverse cardiac ischemic events in patients with CAD. 3,4 However, because no large scale randomized clinical trials were primarily designed to compare different BP level targets in CAD patients, there is no convincing goal for the most appropriate BP treatment in patients with CAD; 4 US guidelines recommend a target <130/80 mmHg, whereas European guidelines do not consistently support such an aggressive target, for example.
Recently, a secondary analysis of the INternational VErapamil-trandolapril STudy (INVEST) revealed that the risk for the primary outcome, all-cause death, and myocardial infarction, progressively increased with low DBP, with a nadir of 84 mmHg (the nadir for systolic BP was 119 mmHg) in 22,576 patients with CAD: the primary outcome doubled when DBP was <70 mmHg and quadrupled when it was <60 mmHg, while the risk of stroke did not increase with low DBP (Figure) . 5 In the JCADII trial, DBP was lowered to 67.9 mmHg for the IT group, but was 70.8 mmHg for the CT group. Therefore, intensive treatment might have likely increased the number of patients whose mean DBP was finally decreased to <70 mmHg, causing the adverse events in the JCADII study.
Further LDL-C Lowering in the Evidenced-Based Medicine Era
It should be noted that, compared with the previous randomized trials of intensive vs. standard-dose statin therapy, 6-9 Intensive Management of CAD the achieved LDL-C levels after randomization in the JCADII study were lower in the CT group (92.1 mg/dl) and higher in the IT group (79.6 mg/dl): estimated means of achieved LDL-C levels in the previous trials 6-9 were 101 mg/dl and 75 mg/dl for the standard and intensive treatment groups, respectively. 10 Accordingly, an excellent achievement of LDL-C lowering in the CT group, and as a result, a relatively small reduction of LDL-C levels might have minimized the impact of lowering LDL-C in the JCADII study. In addition, it could be argued whether a switch from pravastatin to atrovastatin, which seemed to have been often used to further decrease LDL-C in the IT group, was appropriate for the purpose of further risk reduction. In a post-hoc analysis of the Multicenter Study for Aggressive Lipid-lowering Strategy by HMG-CoA Reductase Inhibitors in Patients with Acute Myocardial Infarction (MUSASHI-AMI) trial, 11 Sakamoto et al revealed that hydrophilic pravastatin (n=110) prevented new Q-wave appearance (75% vs. 89%; P=0.0056) and reduced acute coronary syndrome events (3.6% vs. 9.9%; P=0.0530) to a greater extent than lipophilic statins (n=131, including more than 80 patients treated with atorvastatin), despite LDL-C being decreased more potently by lipophilic statins (-34% vs. -19%; P=0.0069). 12 Considering that the reduction in high-sensitivity C-reactive protein levels was comparable between the hydrophilic and lipophilic statins, 12 it should be emphasized that just changing from pravastatin to atrovastatin might not have been effective in reducing adverse cardiac events in the JCADII study, from the viewpoint of the pleiotropic effect for CAD.
Nonetheless, the results from the JCADII study may shed light on the future direction of intensive management of coronary risk factors in patients with CAD. Although further investigations are needed, the study might suggest that "strict" CT might be superior or at least equivalent to "mild" IT in the treatment of CAD. The "really intensive" therapy could consist of "intensive" considerations of the balance between essential benefits and risks in individuals in this contemporary era of evidence-based medicine. 
